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AB Disclosed are pyrimidinyl amino acid derivs . I (X is F, Cl, or Br; p is 

0-3; NR1R3 are azetidinyl, pyrrolidinyl, pyrrolyl, 2 , 5-dihydro-l-pyrrolyl, 
piperidinyl, 1, 2, 3, 6-tetrahydro-l-pyridinyl; R2 is alkyl, alkenyl, 
or alkylenecycloalkyl) which bind a 4 integrins, preferably 



VLA-4, inhibit leukocyte adhesion, and are useful in the treatment 

of inflammatory diseases. Thus, I (NR1R3 = pyrrolyl; R2 = Et; Xp = 4-Cl) 

was prepared by reaction of tyrosine tert-Bu ester with 2, 4-dichloro-5- 

nitropyrimidine and Et2NH, followed by carbamoylation, catalytic 

hydrogenation, sulf onylation, N-ethylation, and ester cleavage reactions. 

The product showed IC50 = 0.011 n.g/mL in the fibronectin cell adhesion 

assay. 
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AB The patent relates to the preparation of spiro derivs. similar to I, which have 
an excellent effect of inhibiting cell adhesion mediated by adhesion 
mols., in particular, adhesion mol. VLA-4 and, therefore, are 
useful as remedies for various inflammatory diseases. The adhesion mol. 



inhibitors are useful in preventing and treating inflammatory diseases 
caused by the infiltration of leukocytes such as monocytes, lymphocytes 
and eosinophils by inhibiting cell infiltration mediated by adhesion 
mols., in particular, adhesion mol . VLA-4 . Thus, 2- [ ( 1-acetyl- 
piperidin-2-yl) carbonylamino] -3- [ (2,4, 8-triaza-l-oxo-4- 
phenylspiro [4. 5 ] dec-8-yl ) carbonylamino] propanoic acid (I), prepared by 
hydrolysis of the corresponding Me ester which was made by reacting 
l-acetyl-piperidin-2-carboxylic acid with 2-[(tert- 

butoxy) carbonylamino] -3- [ (2,4, 8-triaza-l-oxo-4-phenylspiro [4 . 5] dec-8- 
yl) carbonylamino] propanoic acid Me ester, was tested for inhibiting 
adhesion mol. VLA-4 and had IC50 of 65 nM. 
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potent, selective VLA-4 antagonists 
AU Gutteridge, Clare E.; de Laszlo, Stephen E.; Kamenecka, Theodore M. ; 

McCauley, Ermengilda; van Riper, Gail; Mumford, Richard A. ; Kidambi, Usha; 

Egger, Linda A.; Tong, Sharon; Hagmann, William K. 
CS Department of Medicinal Chemistry, Merck Research Laboratories, Rahway, 

NJ, 07065, USA 
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CODEN: BMCLE8; ISSN: 0960-894X 
PB Elsevier Science Ltd. 
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AB The SAR of 1-sulf onyl-cyclopentyl carboxylic acid amides, ligands for the 
VLA-4 integrin, was investigated. This effort resulted in the 
identification of N- ( 3-phenylsulf onyl-3-piperidinoyl . 
) - (L) -4- (2 1 , 6 1 -dimethoxyphenyl) phenylalanine as a potent, selective 
VLA-4 antagonist (IC50 = 90 pM) . Expansion of the SAR 

demonstrated that this structural unit can be used to identify a diverse 
series of sub-nanomolar antagonists. 
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AB Disclosed are title dipeptides R1S02NR2CHR3-Q-CHR5C02H [Rl, R3 = 

(un) substituted alkyl, aryl, cycloalkyl, heterocyclyl or heteroaryl; R2 = 
H, (un) substituted cycloalkenyl, or any group given for Rl; or R2 may form 



an (un) substituted heterocyclic ring with Rl or R3; R5 = (CH2) x-Ar-R5 1 ; 
R5 f = alkylcarbonylamino, alkoxyaryl, (hetero) aryl, alkylamino, alkenyl, 
alkoxyheterocyclyl, etc.; x = 1-4; Ar = (un) substituted (hetero) aryl; Q = 
C(X)NR7; R7 = H, alkyl; X = 0, S (with provisos)] which bind VLA-4 (also 
referred to as a4pl integrin and CD49d/CD29) . Certain of these 
compds. also inhibit leukocyte adhesion and, in particular, leukocyte 
adhesion mediated by VLA-4 . Such compds. are useful in the treatment of 
inflammatory diseases in a mammalian patient, e.g., human, such as asthma, 
Alzheimer f s disease, atherosclerosis, AIDS dementia, diabetes, 
inflammatory bowel disease, rheumatoid arthritis, tissue transplantation, 
tumor metastasis and myocardial ischemia. The compds. can also be 
administered for the treatment of inflammatory brain diseases such as 
multiple sclerosis. Thus, condensation of N-tosyl-L-prolyl-4-amino-L- 
phenylalanine Me ester with N- ( tert-butoxycarbonyl ) glycine afforded 
N-tosyl-L-prolyl-4- [ (N-tert-butoxycarbonylglycyl ) amino] -L-phenylalanine. 
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AB 3-Substituted 3-piperidinecarboxamides I [X = (CH2)0-3; Y = a 
bond, CH2 or substituted methylene; Z = S, SO, S02; Rl = H, 
(un) substituted alkyl, alkenyl, alkynyl, an amino group or Cy [Cy = 
(hetero) cycloalkyl or (hetero) aryl (Ar) ] ; R2, R4 = H, (un) substituted 
alkyl, alkenyl or alkynyl; R3 = (un) substituted alkyl, Arl, Arl-alkyl, 
Arl-Ar2 or Arl-Ar2-alkyl ; R5 = OH, alkoxy, alkenyloxy, alkynyloxy, CyO, 
carboxamido, etc.; R6 = H, alkyl, alkenyl, alkynyl, Cy, carboxamido, etc.] 
or piperidine ring-substituted derivs. were prepared as 
antagonists of VLA-4 and/or a4p7 and as such are 

useful in the inhibition or prevention of cell adhesion and cell-adhesion 
mediated pathologies. Thus, N- [3- (phenylthio) nipecotyl] -4- (2- 
methoxyphenyl) -L-phenylalanine was prepared from N-Boc-DL-3- 
(phenylthio) nipecotic acid Et ester (Boc = tert-butoxycarbonyl) by 
sequential saponification, coupling with 4- (2-methoxyphenyl) -L-phenylalanine 



tert-Bu ester, flash column purification, and deprotection . 
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AB Structure-activity relationship (SAR) studies aimed at improving the rate 
of clearance of a series of VLA-4 integrin antagonists by the introduction 
of a 1, 3, 5-triazine as an amide isostere are described. 

RE.CNT 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L3 ANSWER 7 OF 22 CAPLUS COPYRIGHT 2004 ACS on STN 
AN 2002:240774 CAPLUS 
DN 136:279698 

TI Preparation of 2-amino-3- [( triazaspiroalkanecarbonyl ) amino] propanoic acid 

derivatives as adhesion molecule inhibitors 
IN Takahashi, Toshiya; Ishigaki, Takeshi; Funahashi, Miyuki; Taniguchi, Koji; 

Kaneko, Masayuki; Kainoh, Mie; Meguro, Hiroyuki 
PA Toray Industries, Inc., Japan 
SO PCT Int. Appl., 103 pp. 

CODEN: PIXXD2 
DT Patent 
LA Japanese 
FAN.CNT 1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2002024697 




Al 




20020328 




WO 2001- 


JP8290 




20010925 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 






CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, GH, 






GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, LR, 






LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PH, PL, 






PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, UG, 






US, 


UZ, 


VN, 


YU, 


ZA, 


zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, CY, 






DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, BF, 






BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


AU 


2001088114 




A5 




20020402 




AU 2001- 


88114 




20010925 


CA 


2423007 






AA 




20030324 




CA 2001- 


2423007 




20010925 


EP 


1329451 






Al 




20030723 




EP 2001- 


967819 




20010925 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR 












US 


2004087574 




Al 




20040506 




US 2003- 


381367 




20030325 


JP 


2000 


-289658 




A 




20000925 


















WO 


2001 


-JP8290 




W 




20010925 



















OS MARPAT 136:279698 
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AB The title compds . [I; p, m = 0-2; n = 1-3; A = 0, C, N (provided that when 
A is O, R3 is absent); B = C, N; C ! = D = H or C and D are combined 
together to represent CO; XI, Yl = H, halo, Cl-8 alkyl, Cl-8 alkoxy, 
cyano, N02, HO, NH2, tetrazolyl; Rl, R2 = H, Cl-6 n-alkyl; R3, R4 = H, 
Cl-6 n-alkyl, C3-8 branched alkyl, (un) substituted Ph or benzyl; F = CH2, 
CO; when A is N atom, R3, A, and R4 are combined together to represent Q, 
Ql, Q2, Q3; wherein p = 0-4; E - C, N; R6, R7 = H, Cl-6 n-alkyl, C3-8 
branched alkyl, Cl-6 n-alkylacyl, C3-8 branched alkylacyl, 
pyrrolidinecarbonyl, piperidinecarbonyl, (un) substituted Ph, 
PhS02, benzoyl, benzyl, indolyl, N-phenylamido; R8 = H, Cl-6 n-alkyl, C3-8 
branched alkyl, (un) substituted Ph or benzyl; R9 = Cl-6 n-alkyl, C3-8 
branched alkyl, Cl-6 n-alkylacyl, C3-8 branched alkylacyl, C5-7 
cycloalkylacyl, Cl-6 n-alkylsulf onyl, C3-8 branched alkylsulf onyl, 
(un) substituted benzoyl, phenylsulf onyl, or benzyl; RIO = H, Cl-6 n-alkyl, 
C3-8 branched alkyl, C6-10 alkyl cycloalkyl, (un) substituted Ph or benzyl; 
when A is C atom, R3, A, and R4 are combined together to represent 
adamantyl, Q4, Q5; wherein X2, Y2, Rll are groups defined in XI, Yl, and 
R9, resp.; R5 = H, Cl-6 n-alkyl, C3-8 branched alkyl, allyl, homoallyl, 
C6-10 alkylcycloalkyl, (un) substituted Ph, benzyl, phenethyl, styryl, or 
naphthylmethyl] or Pharmacol, acceptable salts thereof are prepared These 
compds. are drugs, particularly adhesion mol . inhibitors useful in the 
treatment of inflammatory diseases. Thus, 45.1 mg 2-amino-3- [ [ (2, 4, 8- 
triaza-l-oxo-4-phenyl-2-benzylspiro[ 4. 5] dec-8-yl) carbonyl] amino] propanoic 
acid Me ester was dissolved in 2 mL CH2C12, treated with 11.1 mg saturated 

aqueous 

NaHC03 and 21.3 mg p-nitrophenyl chloroformate under ice-cooling, stirred 
at room temperature for 2.5 h, treated with 28.7 mg 1- (4-piperidyl) -3- 
hydroxybenzimidazol-2-one and 65 pX Et3N, and stirred at room temperature for 
8 h to give 60% 2- [ [ [4- (2-oxo-3-hydrobenzimidazol-l-yl) -1- 
piperidyl] carbonyl] amino] -3- [ [ (2, 4 , 8-triaza-l-oxo-4-phenyl-2- 
benzylspiro [4. 5] dec-8-yl) carbonyl] amino] propanoic acid Me ester (II; R = 
Me) which (36.6 mg) was dissolved in 1.5 mL MeOH, treated with 1 N aqueous 
NaOH, stirred at room temperature for 2.5 h, treated with 1 N aqueous NaOH, and 
extracted with EtOAc to give II (R = H) . II (R = H) inhibited the binding of 
CS-1 peptide to VLA-4-IgG chimeric protein with IC50 of 0.98 nM. 
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AB The title compds. R4N ( R3) CON (R2 ) CH [ (CH2 ) mABC] (CH2)nC02Rl [n = 0 - 2; m = 1 
- 3; Rl, R2 = H, alkyl; R3, R4 = H, (un) substituted cyclohexyl or 
piperidinyl (generic structure given), etc.; A = phenylene, etc.; 
B is amido, etc., or B is nonexistent; C = substituted 4-phenylpiperidinyl 
(generic structure given), etc.] are prepared The title compds. are useful 
for the treatment of inflammatory diseases. In an in vitro test for 
inhibition of the binding of VLA-4-IgG chimera protein to CS-1 
peptide, 3- (4- ( (2, 6-dichlorophenyl) carbonyl amino) -2-oxohydropyrimidinyl) -2- 
( (4- (2-oxo-3-azaindolinyl)piperidyl) carbonylamino) propanoic acid showed 
IC50 of 0.97 nM. 

RE.CNT 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L3 ANSWER 9 OF 22 CAPLUS COPYRIGHT 2004 ACS on STN 
AN 2002:211229 CAPLUS 
DN 137:210402 

TI Squaric acid derivatives as VLA-4 integrin antagonists 

AU Porter, John R. ; Archibald, Sarah C; Childs, Kirstie; Critchley, David; 

Head, John C. ; Linsley, Janeen M. ; Parton, Ted A. H. ; Robinson, Martyn K. ; 

Shock, Anthony; Taylor, Richard J.; Warrellow, Graham J.; Alexander, Rikki 

P.; Langham, Barry 
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AB SAR studies aimed at improving the rate of clearance by the incorporation 
of a 3, 4-diamino-3-cyclobutene-l,2-dione group as an amino acid isostere 
in a series of VLA-4 integrin antagonists are described. 
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DT Patent 
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AB 4-Substituted 4-piperidinecarboxamides I [X = (CH2)0-3; Y = a 
bond, CH2 or substituted methylene; Z = S, SO, S02; Rl = H, 
(un) substituted alkyl, alkenyl, alkynyl, Cy [Cy = (hetero) cycloalkyl or 
(hetero)aryl (Ar) ] ; R2, R4 = H, (un) substituted alkyl, alkenyl or alkynyl; 
R3 = (un) substituted alkyl, Arl, Arl-alkyl, Arl-Ar2 or Arl-Ar2-alkyl; R5 = 
OH, alkoxy, alkenyloxy, alkynyloxy, CyO, carboxamido, etc.; R6 = H, alkyl, 
alkenyl, alkynyl, Cy, carboxamido, etc.] or piperidine 
ring-substituted derivs . were prepared as antagonists of VLA-4 
and/or a4p7 and as such are useful in the inhibition or 

prevention of cell adhesion and cell-adhesion mediated pathologies. Thus, 
N- [N-methyl-4- (phenylsulf onyl ) isonipecotyl] -L-4-biphenylalanine was prepared 
from resin-bound Fmoc-L-biphenylalanine (Fmoc = f luorenylmethoxycarbonyl) 
by sequential deprotection, acylation with bromoacetic acid, reaction with 
benzenethiol, oxidation of sulfide to sulfone, alkylation with 
N-methyldiethanol/1, 1 '- (azodicarbonyl ) dipiperidine, and cleavage from the 
resin. 
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potent a4pi integrin antagonists 
AU Muller, G.; Albers, M. ; Fischer, R. ; Hessler, G. ; Lehmann, T. E . ; Okigami, 

H.; Tajimi, M. ; Bacon, K. ; Rolle, T. 
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CODEN: BMCLE8; ISSN: 0960-894X 
PB Elsevier Science Ltd. 
DT Journal 
LA English 
GI 




AB Piperidinylalkanoic acid-based derivs . were prepared as 

antagonists of the leukocyte cell adhesion process that is mediated 
through the interaction of the ct4pl integrin ( VLA-4, 

very late antigen 4) and the vascular cell adhesion mol . 1 (VCAM-1) . The 
products inhibited the adhesion in a cell-based assay in the low and sub 
micromolar range, a pharmacokinetic study of I is reported. 
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AB Disclosed are title dipeptides R1S02NR2CHR3-Q-CHR5C02H [Rl = 

(un) substituted alkyl, aryl, cycloalkyl, heterocyclyl or heteroaryl; R2 = 
H, (un) substituted alkyl, cycloalkyl, cycloalkenyl, heterocyclyl, aryl or 
heteroaryl; R3 = H, any group Rl; R1R2N or R2R3N may be (un) substituted 
heterocyclyl; R5 = (CH2 ) x-Ar-R5 ' ; R5 ' = NR12C ( Z ) NR8R8 1 , NR12C(Z)R13; R12 = 
H, alkyl, aryl; R8, R8 1 = H, any group Rl; R8 and R8 1 may join together to 
form a heterocyclic ring; R13 = saturated heterocyclyl; Z = O, S, NR13; x = 
1-4; Ar = (un) substituted (hetero) aryl ; Q = C(X)NR7; R7 = H, alkyl; X = 0, 
S (with provisos)] which bind VLA-4 (also referred to as ct4pi 
integrin and CD49d/CD29) . Certain of these compds . also inhibit leukocyte 
adhesion and, in particular, leukocyte adhesion mediated by VLA-4. Such 
compds. are useful in the treatment of inflammatory diseases in a 
mammalian patient, e.g., human, such as asthma, Alzheimer's disease, 
atherosclerosis, AIDS dementia, diabetes, inflammatory bowel disease, 
rheumatoid arthritis, tissue transplantation, tumor metastasis and 
myocardial ischemia. The compds. can also be administered for the 
treatment of inflammatory brain diseases such as multiple sclerosis. 
Thus, condensation of N-tosyl-L-prolyl-4-amino-L-phenylalanine Me ester 
with 3-phenylpropyl isothiocyanate afforded N-tosyl-L-prolyl-4- [3- (3- 
phenylpropyl) thioureido] -L-phenylalanine Me ester. 
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LA English 

AB Design and synthesis of a library as potential VLA-4 antagonists has been 
accomplished, based around a proposed pharmacophore model. Compds . 
possessing submicromolar potency were identified and structure-activity 
relationships were seen across the library. Further derivatization 
produced compds. with ICSO's <10 nmol for inhibiting the VLA-4 mediated 
binding of fibronectin to RAMOS cells , providing an ideal starting point 
for a lead optimization program. 
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AB The title compds . [I; D = a VLA-4 specificity determinant which does not 
impart significant IIB/IIIa activity; Ra, Rb = H, alkyl; a = 1-4; X = a 
bond, O, S, etc.; R3 = H, alkyl; A = aryl, heterocyclyl ; n = 0-3; R34 = H, 
alkyl, aryl, etc.; R35 = H, OH, alkyl, etc.; R36 = alkyl, alkenyl, alkoxy, 
etc.; R39 = an acidic functional group; h = 0-1; g = 0-1; k = 0-3; R41 = 
U(CH2)dVT (wherein U = O, S, a bond, CH20; V = N, 0, S, etc.; d = 0-4; T = 
H, alkyl, alkoxy, etc.)], useful in the treatment of disease mediated by 
the interaction between VCAM-1 and/or fibronectin and the integrin 
receptor a4pi (such as hypersensitivity and arthritis), were 
prepared E.g., a multi-step synthesis of the urea II which was found to be 
an inhibitor at 87 nM in MOLT-4 cell/Fibronectin adhesion assay, was 
given. 
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AB Title compds., e.g. (I), were prepared and tested as inhibitors of 
VTA- 4, for the treatment of inflammatory, autoimmune and immune 
diseases. Thus, using standard solid-phase peptide synthetic techniques, 
(2S) -3- (4-bromophenyl) -2- (NH-Fmoc) propionic acid (Fmoc = 

9-fluorenylmethoxycarbonyl) was coupled to Wang resin and further reacted 
stepwise with (3RS ) -N-Fmoc-piperidin-3-carboxylic acid, 

2, 5-dichlorophenylboronic acid, and 2-methoxybenzoyl chloride, and cleaved 
from the resin, to give I and its 3' enantiomer (HPLC retention times 9.9 
and 10.4; stereo not identified). In in vitro adhesion tests with 
fluorescently marked Jurcat cells, I had IC50 < 0.5pM. 
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AB The title compds . [I; W = (un) substituted aryl, heteroaryl; Wl = 
(un) substituted arylene, heteroarylene; A = O, S, NH; R = a bond, 
alkenylene, (CH2)n; n = 1-2; X = CO, CH2, S02; M = substituted 
pyrrolidinyl, thiazolidinyl, etc.] which selectively inhibit the binding 
of ligands to a4pl integrin (VIA- 4) , and therefore are useful 
in the treatment of conditions associated with VLA-4 mediated cell adhesion, 
including, but not limited to, such conditions as inflammatory and 
autoimmune responses, diabetes, asthma, psoriasis, inflammatory bowel 
disease, transplantation rejection, and tumor metastasis, were prepared 
E.g., a multi-step synthesis of the urea II which showed Ki of < 50 nM 



against VLA-4 receptors binding, was given. 
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CR1-Q-CR3R3 1 COX and 
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and R2 are joined to form a ring; R3 = ( CH2 ) x-Ar-0-Z-R4 , 

Arl-Ar2-Cl-10alkyl, -C2-10alkenyl, or -C2-10alkynyl where Ar, Arl, Ar2 = 
(un) substituted aryl or heteroaryl, Z = CO, S02; R4 = amino or 
heterocyclic group; x = 1-4; R3 ' = H, (un) substituted alkyl, alkenyl, 
alkynyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl ; Q = O, S, SO, S02, 
NH or imino group; W = nitrogen, carbon; W 1 = nitrogen, carbon, oxygen, 
sulfur, SO, S02; X = OH, (un) substituted alkoxy, alkenoxy, cycloalkoxy, 
cycloalkenoxy, aryloxy, heteroaryloxy or heterocyclyloxy, an amino group] 
which bind VLA-4. Thus, N- [ 1- (ethoxycarbonylmethyl) benzimidazol-2-yl] -L-4- 
(N, N-dimethylcarbamyloxy) phenylalanine tert-Bu ester was prepared by 
condensation of 1- (ethoxycarbonylmethyl ) -2-chlorobenzimidazole with 
L-4- (N, N-dimethylcarbamyloxy) phenylalanine tert-Bu ester. 
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AB 4-Substituted 4-piperidinecarboxamides I [L = CO, OCO, NHCO or 

substituted iminocarbonyl, S02, P(0)OR4, COCO; X is a bond, CH2 or 
substituted methylene; Z = C02H, P03H2, PH(0)OH, SOH, S02H, S03H or their 
esters, CONH2 or substituted carboxamido, 5-tetrazolyl; Rl, R2 = 

(un) substituted alkyl, alkenyl, alkynyl, Cy (cycloalkyl, heterocycloalkyl, 
aryl, heteroaryl) ; Cy-alkyl, Cy-alkenyl, or Cy-alkynyl; R3 = H, 

(un) substituted alkyl or Cy; R4 = H or (un) substituted alkyl, alkenyl, 
alkynyl, Cy, or Cy-alkyl; R5 = H, (un) substituted alkyl, alkenyl, alkynyl, 
Cy-(Cyl)p (Cyl same definition as Cy, p = 0, 1), Cy- (Cyl ) p-alkyl, 
-alkenyl, or -alkynyl] were prepared as antagonists of VLA-4 
and/or a4p7 and as such are useful in the inhibition or 

prevention of cell adhesion and cell-adhesion mediated pathologies. Thus, 
N- [ 4 -methyl -1- [4- (N 1 -2-methylphenylureido) phenylacetyl]piperidinyl 
-4-carbonyl] -L-4-f luorophenylalanine was prepared from L-4- 
fluorophenylalanine tert-Bu ester via 2-step N-acylation in solution 
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AB Small, N- to C-terminal cyclized peptides containing the leucyl-aspartyl- 
valine (LDV) motif from fibronectin connecting segment-1 (CS-1) have been 
investigated for their effects on the adhesion of human T- lymphoblastic 
leukemia cells (MOLT-4) to human plasma fibronectin in vitro mediated by 
the integrin Very Late Antigen (VLA) -4 (a4pl, CD49d/CD29) . 
Cyclo (-isoleucyl-leucyl-aspartyl-valyl-aminohexanoyl-) 
(c(ILDV-NH(CH2)5CO) ) was approx. 5 fold more potent (IC50 3.6±0.44 
MM) than the 25-amino acid linear CS-1 peptide. Cyclic peptides containing 
two more or one less methylene groups had similar potency to 
c (ILDV-NH (CH2 ) 5CO) while a compound containing three less methylene groups, 
c(ILDV-NH(CH2) 2C0) , was inactive at 100 mM. C ( ILDV-NH (CH2 ) 5CO) had 
little effect on cell adhesion mediated by two other integrins, VLA-5 
(a5,pi, CD49e/CD29) (K562 cell adhesion to fibronectin) or 
Leukocyte Function Associated mol.-l (LFA-1, ccLp2, CDlla/CD18) 
(U937 cell adhesion to Chinese hamster ovary cells transfected with 
intercellular adhesion mol.-l) at concns . up to 300 pM. 

C (ILDV-NH (CH2) SCO) inhibited ovalbumin delayed-type hypersensitivity or 
oxazolone contact hypersensitivity in Balb/c mice when dosed continuously 
from s.c. osmotic mini-pumps (0.1 - 10 mg kg-1 day-1) . Maximum inhibition 
(approx. 40%) was similar to that caused by the monoclonal antibody PS/2 
(7.5 mg kg-1 i.v.) directed against the tx4 integrin subunit. 
C (ILDV-NH (CH2) 5CO) also inhibited oxazolone contact hypersensitivity when 
dosed i.v. 20 h after oxazolone challenge (1 - 10 mg kg-1) . Ear swelling 
was reduced at 3 h and 4 h but not at 1 h and 2 h post-dose (10 mg kg-1) . 
Small mol. VLA-4 inhibitors derived from c (ILDV-NH (CH2 ) 5CO) may be useful 
as anti-inflammatory agents. 
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AB Disclosed are title compds . R1SO2NR2CHR3Q0HR5COR6 [Rl = (un) substituted 
alkyl, (un) substituted aryl, (un) substituted cycloalkyl, (un) substituted 
heterocyclyl; R2 = H, any group Rl; R1R2 may form (un) substituted 
heterocyclic ring; R3 = H, any group Rl; R2R3 may form (un) substituted 
heterocyclic ring; R5 = ( CH2 ) x-Ar-R5 1 ; R5 1 = NR12C ( Z ) NR8R8 1 , NR12C(Z)R13; 
R12 = H, alkyl, aryl; R8, R8 1 = independently H, any group Rl; R8R8 1 may 
form heterocyclic ring; R13 = saturated heterocycle; Z = O, S, NR13; x = 1-4; 
, (CH2)n-heteroaryl; n = 1-4; Q = C(X)NR7; R7 = H, alkyl; X = 0, S; R6 = 
NH2, (un) substituted alkoxy, (un) substituted cycloalkoxy, succinimidyloxy, 
adamantylamino, p-cholest-5-en-3-yloxy, NHOY, NH (CH2 ) pC02Y, 
OCH2NR9R10; Y = H, (un) substituted alkyl, (un) substituted aryl; p = 1-8; 
R9 = (un) substituted CO-aryl; R10 = H, CH2C02R11, NHS02Z; Rll = alkyl; Z = 
(un) substituted alkyl, (un) substituted cycloalkyl, (un) substituted aryl, 
(un) substituted heteroaryl, (un) substituted heterocyclyl; and 
pharmaceutical^ acceptable salts thereof, with provisos] which bind VLA-4 
(also referred to as integrin a401 and CD49d/CD29) . Certain of 
these compds. also inhibit leukocyte adhesion and, in particular, 
leukocyte adhesion mediated by VLA-4. Such compds. are useful in the 
treatment of inflammatory diseases in a mammalian patient, e.g., human, 
wherein the disease may be, for example, asthma, Alzheimer f s disease, 
atherosclerosis, AIDS dementia, diabetes, inflammatory bowel disease, 
rheumatoid arthritis, tissue transplantation, tumor metastasis and 
myocardial ischemia. The compds. can also be administered for the 
treatment of inflammatory brain diseases such as multiple sclerosis. 
Thus, condensation of N-tosyl-L-prolyl-4-amino-L-phenylalanine Me ester 
with 3-phenylpropyl isothiocyanate gave the corresponding urea I. 
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AB Disclosed are title compds . 



R1S02NR2CHR3QCHR5COR6 [Rl = 



(un) substituted 

alkyl, (un) substituted aryl, (un) substituted cycloalkyl, (un) substituted 
heterocyclyl; R2 = H, any group Rl; R1R2 may form (un) substituted 
heterocyclic ring; R3 = H, any group Rl; R2R3 may form (un) substituted 
heterocyclic ring; R5 - (CH2 ) x-Ar-R5 1 ; R5 1 = substituted 
alkylcarbonylamino, alkoxyaryl, aryl, heteroaryl, NR2, alkoxy-NR2, 
alkenyl, alkynyl, aryloxy, heteroaryloxy, tetrazolyl, etc.; each R = H, 
any group Rl; Ar = (un) substituted aryl or heteroaryl; x = 1-4; Q = 
C(X)NR7; R7 = H, alkyl; X = O, S; R6 = NH2, (un) substituted alkoxy, 

(un) substituted cycloalkoxy, succinimidyloxy, adamantylamino, 
0-cholest-5-en-3-yloxy, NHOY, NH (CH2 ) pC02Y, OCH2NR9R10; Y = H, 

(un) substituted alkyl, (un) substituted aryl; p = 1-8; R9 = (un) substituted 
CO-aryl; R10 = H, CH2C02R11, NHS02Z; Rll = alkyl; Z = (un) substituted 
alkyl, (un) substituted cycloalkyl, (un) substituted aryl, (un) substituted 
heteroaryl, (un) substituted heterocyclyl; and pharmaceutically acceptable 
salts thereof, with provisos] which bind VLA-4 (also referred to as 
integrin ot431 and CD49d/CD29) . Certain of these compds. also 
inhibit leukocyte adhesion and, in particular, leukocyte adhesion mediated 
by VLA-4. Such compds. are useful in the treatment of inflammatory 
diseases in a mammalian patient, e.g., human, wherein the disease may be, 
for example, asthma, Alzheimer's disease, atherosclerosis, AIDS dementia, 
diabetes, inflammatory bowel disease, rheumatoid arthritis, tissue 
transplantation, tumor metastasis and myocardial ischemia. The compds. 
can also be administered for the treatment of inflammatory brain diseases 
such as multiple sclerosis. Thus, BOP-mediated peptide coupling of 
Ts-Pro-Phe (4-NH2) -OMe (Ts = tosyl) with Boc-Gly-OH, followed by saponification, 
gave desired title compound Ts-Pro-Phe ( 4-Boc-Gly-NH) -OH. All prepared compds. 
have IC50 ^ 15 uM in a VLA-4 binding assay. 
RE.CNT 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 22 OF 22 CAPLUS COPYRIGHT 2004 ACS on STN 
AN 1999:113666 CAPLUS 
DN 130:182768 

TI Preparation of N-sulfonyl O-carbamoyltyrosine dipeptide derivatives and 

analogs as inhibitors of leukocyte adhesion mediated by VLA-4 
IN Thorsett, Eugene D. ; Semko, Christopher M. ; Sarantakis, Dimitrios; Pleiss, 

Michael A.; Kreft, Anthony; Konradi, Andrei W.; Grant, Francine S.; 

Dressen, Darren B.; Ashwell, Susan; Baudy, Reinhardt Bernhard; Lombardo, 

Louis John 

PA Athena Neurosciences, Inc., USA; American Home Products Corporation 
SO PCT Int. Appl., 386 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI wo 


y y uooy u 


V 


7V 1 

Al 




1 qqqaoi 1 
lyyyuz 11 




wu lyyw- 


TTC 1 "3 O A 
Ub lOJZ 4 




1 OAQAIQI 

iy y au / j>i 




W . All, AM, 


AT, 


AU , 


AZi , 


nj TJT5 


Db, 


rSK, Di, 


LA, bn, 


bJN , 


r*ry r*Ti t\t? 
bU, bZ, UE, 




Un., Littf 


Eb , 






LjUi, on, 


rut 


tt r> T4TT 

nK, nu , 


T "H T T 
ID, lli, 


T c: 
IS, 


TD TV17 VP 

Jr, J\E, l\b, 




J\r , J\K, 


J\Z , 


t r* 
Lb, 


T V 


T D T G 

LK, Lb, 


LT, 


T TT T \r 

LU, LV, 


MU, Mb, 


MJ\, 


TvVTNT "MTaT Tv/TV 

MN , MW , MA , 




NO, NZ, 


PL, 


IT X , 


KU, 


KU, bJJ, 


bE, 


bb, bl, 


bi\, bL, 


TJ, 


rpTv>C rnn mm 

TM, TR, TT, 




TTA T T/~> 

UA, Ub, 


Ub, 


T TO 

Ub , 


TT *7 
UZ , 


VJM , xU, 


ZW , 


JVM a n 

AM, AZ , 


TDV V*/^* 

bl, Kb, 


KZ , 


MU, KU, 1J, 




RW: GH, GM, 


KE, 


LS , 


MW, 


SD, SZ, 


Ub, 


ZW, AT, 


BE, CH, 


CY, 


DE, DK, ES, 




FI, FR, 


bB, 


bK, 


IE, 


T rp T TT 
11, LU , 


Mb, 


XT T T~) rp 

NL, r 1 , 


SE, Br, 


D T 

DO , 


CF, CG, CI, 




LM, bA, 


bN , 


bW , 


ML, 


MK, JNE, 


bIM , 


ID, lb 








ZA 


y oUbooU 




A 




OAAAARAO 
Z UUUUOUZ 




»7 A 1 ftfiO 

za iyyo- 


oooU 




iy y OU /OU 


AU 


y oooo 4y 




A 1 

A± 




iy y y uzzz 




A TT 1 AQ O 

au 1 y y 0 - 


ooo4y 




1 AAOA1Q1 

iy y ou /oi 


7\ TT 
AU 


n a n^Qi 
/ 4Uool 




uO 
dZ 




0AA1 "i 1 no 
Z UU11 lUo 












EP 


1 A A A A c: 1 
lUUUUol 




Al 




OAAAAC.1 t 

z UUUUDl / 




ep iyy«- 


A O T A C O 

yo /uoz 




1 A A O A ""7 O 1 

iy y ou / 31 




1 Pi n n n r 1 
1UUUUD1 








OAA/IARI A 

zuuftuoiy 














T"» • TV m nn 

R : AT , BE , 


CH, 


DE, 


DK, 


ES, FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, SI, 


LT, 


LV, 


FI, 


RO 












BR 


9811598 




A 




20001003 




BR 1998- 


11598 




19980731 


JP 


2001512114 




T2 




20010821 




JP 2000- 


505149 




19980731 


US 


2002039745 




Al 




20020404 




US 1998- 


127364 




19980731 


US 


6489300 




Bl 




20021203 




US 1998- 


126958 




19980731 


TW 


533211 




B 




20030521 




TW 19,98- 


87112594 




19980731 


CN 


1119340 




B 




20030827 




CN 1998- 


807770 




19980731 


RU 


2220964 




C2 




20040110 




RU 2000- 


104850 




19980731 


AT 


267188 




E 




20040615 




AT 1998- 


937052 




19980731 


EP 


1452532 




Al 




20040901 




EP 2004- 


11786 




19980731 




R: AT, BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, SI, 


LT, 


LV, 


FI, 


RO, MK, 


CY, 


AL 








NO 


2000000413 




A 




20000328 




NO 2000- 


413 




20000127 


US 


2002193312 




Al 




20021219 




US 2001- 


987619 




20011115 


US 


2003017993 




Al 




20030123 




US 2001- 


987900 




20011116 


US 


6525026 




B2 




20030225 












US 


2004014677 




Al 




20040122 




US 2002- 


316205 




20021211 


PRAI US 


1997-904424 




Al 




19970731 












US 


1997-54453P 




P 




19970801 












US 


1997-112020P 




P 




19970731 












EP 


1998-937052 




A3 




19980731 












US 


1998-126958 




A3 




19980731 












WO 


1998-US15324 




W 




19980731 












US 


2001-987900 




A3 




20011116 













OS MARPAT 130:182768 

AB Disclosed are title compds . R1S02NR2CHR3QCHR5COR6 [Rl = (un) substituted 
alkyl, (un) substituted aryl, (un) substituted cycloalkyl, (un) substituted 
heterocyclyl; R2 = H, any group Rl; R1R2 may form (un) substituted 
heterocyclic ring; R3 = H, any group Rl; R2R3 may form (un) substituted 



heterocyclic ring; R5 = (CH2 ) x-Ar-R5 1 ; R5 1 = OZNR8R8 1 , 0ZR12; R8, R8 ' = 
independently H, (un) substituted alkyl, (un) substituted cycloalkyl, 
(un) substituted heterocyclyl ; R12 = (un) substituted heterocyclyl; Z = CO, 
S02; Ar = (un) substituted aryl or heteroaryl; x = 1-4; Q = C(X)NR7; R7 = 
H, alkyl; X = 0, S; R6 = NH2 , (un) substituted alkoxy, (un) substituted 
cycloalkoxy, succinimidyloxy, adamantylamino, p-cholest-5-en-3-yloxy, 
NHOY, NH(CH2)pC02Y, OCH2NR9R10; Y = H, (un) substituted alkyl, 
(un) substituted aryl; p = 1-8; R9 = (un) substituted CO-aryl; RIO = H, 
CH2C02R11, NHS02Z 1 ; Rll = alkyl; Z' = (un) substituted alkyl, 
(un) substituted cycloalkyl, (un) substituted aryl, (un) substituted 
heteroaryl, (un) substituted heterocyclyl; and pharmaceutically acceptable 
salts thereof, with provisos] which bind VLA-4 (also referred to as 
integrin ct4pi and CD49d/CD29) . Certain of these compds . also 
inhibit leukocyte adhesion and, in particular, leukocyte adhesion mediated 
by VLA-4. Such compds. are useful in the treatment of inflammatory 
diseases in a mammalian patient, e.g., human, wherein the disease may be, 
for example, asthma, Alzheimer's disease, atherosclerosis, AIDS dementia, 
diabetes, inflammatory bowel disease, rheumatoid arthritis, tissue 
transplantation, tumor metastasis and myocardial ischemia. The compds. 
can also be administered for the treatment of inflammatory brain diseases 
such as multiple sclerosis. Thus, carbamoylation of Ts-Pro-Tyr-OEt (Ts = 
tosyl) with Me2NC0Cl in the presence of Et3N and DMAP gave 99% desired 
title compound Ts-Pro-Tyr (C0NMe2 ) -OEt (I). Saponification of I gave the 
corresponding free acid Ts-Pro-Tyr (C0NMe2 ) -OH . All prepared compds. have 
IC50 <, 15 jjM in a VLA-4 binding assay. 
RE.CNT 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> d 112 

L12 HAS NO ANSWERS 
L12 STR 

21 
O 

20 CwO 

12 ^ 22 23 18 

O G2 19 O 0 

2 - 5 II HI 

C 3 C-a, N-v- Ak-v^ N vv C-v- N-a, c 

1/ ^CT 9 10 11 13 14 15 16 17 

* 4^ 



C Gl^O 
5 7 8 



VAR G1=C/S 

REP G2= (0-3) CH2 

REP G3=(0-5) A 

NODE ATTRIBUTES: 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
RSPEC 1 

NUMBER OF NODES IS 23 
STEREO ATTRIBUTES: NONE 



=> s 112 ful 

FULL SEARCH INITIATED 15:16:36 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 284563 TO ITERATE 

98.5% PROCESSED 280265 ITERATIONS 

100.0% PROCESSED 284563 ITERATIONS 
SEARCH TIME: 00.00.21 



L14 



1 SEA SSS FUL L12 



=> d 14 

L4 HAS NO ANSWERS 
L4 STR 

21 
O 

i 

20 CvvO 

12 $ 22 23 18 

O G2 19 O 0 

' 2 ^ f j|| | 

.C. 3 C-vA/ Nv^ Ak-^ N w C w C vv N w C 
1 cT 9 10 11 13 14 15 16 17 

C Gl-^O 
5 7 8 

f 

VAR G1=C/S 

REP G2=(0-3) CH2 

NODE ATTRIBUTES: 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
RSPEC 1 

NUMBER OF NODES IS 23 
STEREO ATTRIBUTES: NONE 

=> s 14 ful 

FULL SEARCH INITIATED 15:13:01 FILE 1 REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 272629 TO ITERATE 

86.2% PROCESSED 235098 ITERATIONS 1 ANSWERS 

100.0% PROCESSED 272629 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.32 

L6 1 SEA SSS FUL L4 

=> d 

L6 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 327613-21-8 REGISTRY 

CN Butanoic acid, 2- [ [ [ (2S) -1- [ (3, 5-dichlorophenyl ) sulfonyl] -2- 

piperidinyl] carbonyl] amino] -4- [ [ (2S ) -4 -me thy 1-2- [methyl [ [4-[ [ [ (2- 
methylphenyl) amino] carbonyl] amino] phenyl] acetyl] amino] -1-oxopentyl] amino] ■ 
, (2S)- (9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C39 H48 C12 N6 08 S 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 
DT.CA CAplus document type: Patent 

RL.P Roles from patents: BIOL (Biological study); PREP (Preparation); USES 
(Uses) 



Absolute stereochemistry. 




1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> d 117 

L17 HAS NO ANSWERS 



L17 



12 
0 



STR 

21 
O 

20 Cwo 

<^ 22 

G2 19 



23 
O 



C 3 CvvNv^Ak-v^N^C 
X C 9 10 11 13 14 



6 °\ ^ , 

C Gl-^O 

5 7 8 



Page 1-A 
4 



40 
O 

25 30 ^ 39 33 
24 31,C, 3 

38 L C ' *C 



29 



C 
28 



27 



32 



C 
36 



5 

Page 1-B 

VAR G1=C/S 

REP G2=(0-3) CH2 

NODE ATTRIBUTES: 

DEFAULT ML EVE L IS ATOM 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
RSPEC 3 26 31 
NUMBER OF NODES IS 35 

STEREO ATTRIBUTES: NONE 



=> s 117 ful 

FULL SEARCH INITIATED 15:21:38 FILE 1 REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 154 TO ITERATE 

100.0% PROCESSED 154 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.02 

L19 1 SEA SSS FUL L17 

=> d 

L19 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 327613-21-8 REGISTRY 

CN Butanoic acid, 2- [ [ [ (2S ) -1- [ (3, 5-dichlorophenyl) sulf onyl] -2- 

piperidinyl] carbonyl] amino] -4- [ [ (2S ) -4-methyl-2- [methyl [ [4- [ [ [ (2- 
methylphenyl) amino] carbonyl] amino] phenyl] acetyl] amino] -1-oxopentyl] amino] - 
, (2S)- (9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C39 H48 C12 N6 08 S 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 



DT.CA CAplus document type: Patent 

RL.P Roles from patents: BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

. 1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



V 



2 



20 
0 

{ 

19 CwO 
17 ^ 21 16 

O G2 18 O 

4 f / 



C 3 C vv Ak^ A w Aw N C 

1 c ^ 9 10 11 12 13 14 15 

^C^ V G1^0 
5 7 8 



VAR G1=C/S 

REP G2=(0-3) CH2 

ENTER (DIS), GRA, NOD, BON OR ? : end 
LI STRUCTURE CREATED 

=> s 11 

SAMPLE SEARCH INITIATED 16:56:29 FILE 'REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 14 685 TO ITERATE 



6.8% PROCESSED 1000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



0 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * *COMPLETE* * 
BATCH **COMPLETE** 
286443 TO 300957 
0 TO 0 



L2 



0 SEA SSS SAM LI 



=> s 11 ful 

FULL SEARCH INITIATED 16:56:34 FILE 1 REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 294464 TO ITERATE 



94.7% PROCESSED 278961 ITERATIONS 

100.0% PROCESSED 294464 ITERATIONS 
SEARCH TIME: 00.00.28 



19 ANSWERS 
19 ANSWERS 



L3 

=> d scan 



19 SEA SSS FUL Ll 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN L-Lysine, O-methyl-D-tyrosyl-L-isoleucyl-2 -piper idinecarbonyl-N6-f ormyl-N6- 

(phenylmethoxy ) - ( 9CI ) 
SQL 4 

MF C36 H51 N5 08 



^ RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) : 18 

L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN L-Lysine, N- [ (1, 1-dimethylethoxy ) carbonyl] -O-methyl-D-tyrosyl-L-isoleucyl- 

2-piperidinecarbonyl-N6-formyl-N6- (phenylmethoxy) - (9CI) 
SQL 4 

MF C41 H59 N5 O10 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 



O 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN L-Lysine, N- [ (1, 1-dimethylethoxy) carbonyl] -O-methyl-D-tyrosyl-L-isoleucyl- 

2-piperidinecarbonyl-N6-formyl-N6- (phenylmethoxy) -, 2- 

(trimethylsilyl) ethyl ester (9CI) 
SQL 4 

MF C46 H71 N5 O10 Si 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 20.04 ACS on STN 

IN Octanoic acid, 0-methyl-D-tyrosyl-L-isoleucyl-2-piperidinecarbonyl-2-amino-- 

8- [formyl (phenylmethoxy ) amino] -, (2S)- (9CI) 
SQL 4 

MF C38 H55 N5 08 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Octanoic acid, N- [ (1, 1-dimethylethoxy) carbonyl] -O-methyl-D-tyrosyl-L- 

isoleucyl-2-piperidinecarbonyl-2-amino-8- [formyl (phenylmethoxy) amino] -, 
(2S)- (9CI) 

SQL 4 

MF C43 H63 N5 O10 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



Absolute stereochemistry. 



o 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Octanoic acid, N-[ (1, 1-dimethylethoxy) carbonyl] -O-methyl-D-tyrosyl-L- 
isoleucyl-2-piperidinecarbonyl-2-amino-8- [formyl (phenylmethoxy) amino] 
2- (trimethylsilyl) ethyl ester, (2S)- (9CI) 

SQL 4 

MF C48 H75 N5 O10 Si 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Heptanoic acid, 3- [ [ [ {2S)-1- [ (2R) -2- [ ( carboxymethyl ) amino] -3-cyclohexyl 

oxopropyl] -2-piperidinyl ] carbonyl] amino] -7- [[(1,1- 

dimethylethoxy) carbonyl] amino] -2-oxo-, (3S)- (9CI) 
MF C29 H48 N4 09 



Absolute stereochemistry. 




C02H 



**PROPERTY DATA AVAILABLE IN THE 1 PROP * FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Heptanoic acid, 0-methyl-D-tyrosyl-L-isoleucyl-2-piperidinecarbonyl-7 

[acetyl (phenylmethoxy) amino] -2 -amino- , (2S) - (9CI) 
SQL 4 

MF C38 H55 N5 08 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE f PROP f FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Heptanoic acid, N- [ (1, 1-dimethylethoxy) carbonyl] -O-methyl-D-tyrosyl-L 
isoleucyl-2-piperidinecarbonyl-7- [acetyl (phenylmethoxy) amino] -2-amino 
(2S)- (9CI) 

SQL 4 

MF C43 H63 N5 O10 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



Absolute stereochemistry. 



o 




**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Heptanoic acid, N- [ ( 1, 1-dimethylethoxy) carbonyl] -O-methyl-D-tyrosyl-L- 
isoleucyl-2-piperidinecarbonyl-7- [acetyl (phenylmethoxy ) amino] -2-amino-, 
2- (trimethylsilyl) ethyl ester, (2S)- (9CI) 

SQL 4 

MF C48 H75 N5 O10 Si 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Butanoic acid, 2- [ [ [ (2S) -1- [ (3, 5-dichlorophenyl) sulf onyl] -2- 

piperidinyl] carbonyl] amino] -4- [ [ (2S) -4-methyl-2- [methyl [ [4-[ [ [ (2- 
methylphenyl) amino] carbonyl] amino] phenyl] acetyl] amino] -1-oxopentyl] amino] - 
, (2S)- (9CI) 
MF C39 H48 C12 N6 08 S 

v 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Heptanoic acid, 0-methyl-D-tyrosyl-L-isoleucyl-2-piperidinecarbonyl-2- 

amino-7- [formyl (phenylmethoxy) amino] -, (2S)- (9CI) 
SQL 4 

MF C37 H53 N5 08 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Heptanoic acid, N- [ ( 1, 1-dimethylethoxy) carbonyl] -O-methyl-D-tyrosyl-L- 
isoleucyl-2-piperidinecarbonyl-2 — amino— 7— [formyl (phenylmethoxy) amino] — f 
(2S)- (9CI) 

SQL 4 

MF C42 H61 N5 O10 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Heptanoic acid, N- [ ( 1, 1-dimethylethoxy) carbonyl] -O-methyl-D-tyrosyl-L- 
isoleucyl-2-piperidinecarbonyl-2-amino-7- [formyl (phenylmethoxy) amino] -, 
2-(trimethylsilyl)ethyl ester, (2S)- (9CI) 

SQL 4 

MF C47 H73 N5 O10 Si 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2 004 ACS on STN 

IN Butanoic acid, 4- [ (aminocarbonyl ) hydrazono] -3- [ [ [ (2S) -1- [ ( 1- 

naphthalenylamino) oxoacetyl] -2-piperidinyl] carbonyl] amino] -, (3S) - (9CI) 
MF C23 H26 N6 06 



Absolute stereochemistry. 
Double bond geometry unknown. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN L-Lysine, 0-methyl-D-tyrosyl-L-isoleucyl-2-piperidinecarbonyl-N6-acetyl-N6- 

(phenylmethoxy ) - ( 9CI ) 
SQL 4 

MF C37 H53 N5 08 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE ' PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN L-Lysine, N- [ (1, 1-dimethylethoxy) carbonyl] -O-methyl-D-tyrosyl-L-isoleucyl- 

2-piperidinecarbonyl-N6-acetyl-N6- (phenylmethoxy ) - ( 9CI ) 
SQL 4 

MF C42 H61 N5 O10 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN L-Lysine, N- [ (1, 1 -dimethyl ethoxy) carbonyl] -O-methyl-D-tyrosyl-L-isoleucyl- 

2-piperidinecarbonyl-N6-acetyl-N6- (phenylmethoxy) 2- 

( t rime thylsilyl) ethyl ester (9CI) 
SQL 4 

MF C47 H73 N5 O10 Si 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L3 19 ANSWERS REGISTRY COPYRIGHT 2004 ACS on STN 

IN Butanoic acid, 4- [ (aminocarbonyl ) hydrazono] -3- [ [ [ (2S) -1- [ ( 1~ 

naphthalenylamino) oxoacetyl] -2-piperidinyl] carbonyl] amino] -, 

1, 1-dimethylethyl ester, (3S)- (9CI) 
MF C27 H34 N6 06 



Absolute stereochemistry. 
Double bond geometry unknown. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
ALL ANSWERS HAVE BEEN SCANNED 



